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Background:  As we have previously reported free hemoglobin (Hb) released from intra-plaque hemorrhage (IPH) induces oxidative stress. This 
pattern may be increased in diabetes atherosclerosis with Hp 2-2 genotype. We hypothesize that impairment of hemoglobin clearance will induce 
pro-oxidative and pro-inflammatory state, leading to increased macrophage infiltration and neovascularization in human atheroma.
Methods:  Forty human DM patients with peripheral vascular disease (PVD) were genotyped using DNA isolated from blood by PCR, and their 
peripheral plaques collected simultaneously for analysis. IPH was identified using H&E stained slides. Hb clearance impairment was evaluated by 
gene expression of CD163 and HO-1. Furthermore, gene and protein expression of pro-oxidative (myeloperoxidase, MPO) marker, pro-inflammatory 
(IL-6), and anti-inflammatory (IL-10) cytokines were also evaluated. Finally, macrophage infiltration (grade 0-3) and plaque neovascularization 
(density) were quantified by immunohistochemistry.
Results:  See table and figures. 
Conclusions:  Our results indicate impaired Hb clearance, identified by decreased expression of CD163 and HO-1 pathways may lead to increased 
oxidative stress, pro-inflammatory cytokine and decreased anti-inflammatory cytokine expression were documented. Furthermore we showed that 
these events may lead to increased macrophage infiltration and accelerated neovascularization in DM atheroma from patients with Hp 2.2 genotype. 
